The size and composition of circulating immune complexes in the sera of patients with rheumatoid arthritis (RA) were studied in relation to different manifestations of the disease. Circulating immune complexes from
Immune complexes are thought to play a part in the pathogenesis of synovitis and in the adverse immunological events of autoimmune diseases such as systemic lupus erythematosus and rheumatoid arthritis (RA).' 2 Immune complexes have been demonstrated in synovial tissue,3 synovial neutrophils,4 synovial fluid,5 6 and sera7 8 from patients with RA, and these findings have stimulated the development of numerous assay procedures for their measurement. In RA the detection and measurement of circulating immune complexes has been seen as a potential laboratory guide to disease activity and as an indicator of impending or deteriorating extra-articular disease,"--" though their pathological significance remains poorly understood. ' In experimental immune complex disease in animals the pathogenic effect of circulating immune complexes seemed to be dependent on their size and composition. 12 In human systemic lupus erythematosus the presence or absence of different sizes of circulating immune complexes has been found to correlate with different complications of disease, such as renal involvement,'3 though others disagree on the details of these findings. '4 In RA synovial fluid immune complexes were found to be of both intermediate (6S-19S) and large (22S-30S) size and to consist of IgG bound to IgG rheumatoid factor (RF).'5 16 were prepared in 16 5 ml polycarbonate tubes with phosphate buffered saline pH 7-4 as the base buffer, and 500 1t samples of serum, which had been diluted 1:2 with the same buffer, were layered on top of the gradient.
Sucrose gradients (10-30% w/v) prepared using 0 105 M glycine-HCl buffer and overlayed with the same volume of serum were centrifuged in parallel to assess the nature of circulating immune complexes in each fraction.
The gradients were centrifuged at 4°C for 19 hours at 23 500 rpm in an MSE 25 ultracentrifuge and fractionated by flotation (60% sucrose) using an ISCO fractionator into 25 fractions of 0-6 ml. Fractions from the acid glycine-HCI gradients were immediately neutralised to pH 7*4 by adding 0 6 ml of 0-2 M Na2HPO4 solution. The mean sedimentation coefficient of each fraction was 
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*Significandly different from group C (p<005 Most of the IgM was detected in the 14S-2 IS fraction and was distributed similarly for all subjects, though group EA showed a slightly increased proportion in the 22S-30S fraction.
Serum RF concentrations were also higher in patients than in controls (table 4, column 3). This was so to a much more marked degree than IgM RF occurred almost entirely in the 14S-21S fraction in group C but was also present in substantial amounts in the 22S-30S and >30S fractions for both patient groups.
The figure provides a summary of the (14S-21S), and large (>22S) sizes. 
